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AB A reagent A-L-R (A=an analyte moiety comprising at least two analyte 
residues; L=a linking moiety; R=a tag moiety comprising one or more 



reporter groups adapted for detection by mass spectrometry) is described. 
The reporter group at each position of the tag moiety is chosen to 
designate an analyte residue at a defined position of the analyte moiety. 
A plurality of such reagents, each comprising a different analyte moiety, 
provides a library of reagents which may be used in assay methods 
involving a target substance. Anal, of the tag moieties indicates the 
nature of the analyte moieties bound to the target substance. A method of 
sequencing nucleic acid employs a library of the reagents to determine the 
sequence of a target nucleic acid. One A-L-R reagent precursor (I) was 
prepared This precursor contains a dimethoxytrityl group for attachment of 
the oligonucleotide analyte, an O-t-butyldiphenylsilyl group for 
attachment of a tag, an N-hydroxysuccinimide group for attachment of the 
precursor to a solid support (to facilitate attachment of tag and 
analyte), and a tertiary amine group for conversion to a pos . charged 
group to mass spectrometric anal. The o-nitrophenol group provides for 
photocleavage of the A-L-R reagent. I was used to synthesize a tagged 
oligonucleotide which was employed in nucleic acid sequence determination by 
progressive ligation. The sequencing method comprised: (1) hybridization 
of the target sequence to an immobilized oligonucleotide; (2) incubation 
of the immobilized target with a library of tagged oligonucleotides; (3) 
ligase-mediated attachment of the hybridized tagged 
oligonucleotide with the immobilized 
oligonucleotide; (4) removal of nonligated tagged 
oligonucleotides; and (5) photolytic cleavage of the 

linker to release the tag (which is analyzed by mass spectrometry) and to 
generate a free 3' hydroxy 1 which can be further 
probed with tagged oligonucleotides. 
AB A reagent A-L-R (A=an analyte moiety comprising at least two analyte 
residues; L=a linking moiety; R=a tag moiety comprising one or more 
reporter groups adapted for detection by mass spectrometry) is described. 
The reporter group at each position of the tag moiety is chosen to 
designate an analyte residue at a defined position of the analyte moiety. 
A plurality of such reagents, each comprising a different analyte moiety, 
provides a library of reagents which may be used in assay methods 
involving a target substance. Anal, of the tag moieties indicates the 
nature of the analyte moieties bound to the target substance. A method of 
sequencing nucleic acid employs a library of the reagents to determine the 
sequence of a target nucleic acid. One A-L-R reagent precursor (I) was 
prepared This precursor contains a dimethoxytrityl group for attachment of 
the oligonucleotide analyte, an O-t-butyldiphenylsilyl group for 
attachment of a tag, an N-hydroxysuccinimide group for attachment of the 
precursor to a solid support (to facilitate attachment of tag and 
analyte), and a tertiary amine group for conversion to a pos. charged 
group to mass spectrometric anal . The o-nitrophenol group provides for 
photocleavage of the A-L-R reagent. I was used to synthesize a tagged 
oligonucleotide which was employed in nucleic acid sequence determination by 
progressive ligation. The sequencing method comprised: (1) hybridization 
of the target sequence to an immobilized oligonucleotide; (2) incubation 
of the immobilized target with a library of tagged oligonucleotides; (3) 
ligase-mediated attachment of the hybridized tagged 
oligonucleotide with the immobilized 
oligonucleotide; (4) removal of nonligated tagged 
oligonucleotides; and (5) photolytic cleavage of the 

linker to release the tag (which is analyzed by mass spectrometry) and to 
generate a free 3 ' hydroxyl which can be further 
probed with tagged oligonucleotides. 

=> s 11 and (chemic####(10a)cleav####) 

L3 3 LI AND (CHEMIC#### (10A) CLEAV####) 

=> d 13 1-3 bib ab kwic 



L3 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2 004 ACS on STN 



AU 



CS 



SO 



PB 
DT 
LA 
AB 



AN 2003:750104 CAPLUS 
DN 139:208379 

TI Chemical cleavage reactions of DNA on solid support: 
application in mutation detection 
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Background: The conventional solution-phase Chemical Cleavage of Mismatch (CCM) 
method is time-consuming, as the protocol requires purification of DNA after 
each reaction step. This paper describes a new version of CCM to overcome 
this problem by immobilizing DNA on silica solid supports. Results: DNA 
test samples were loaded on to silica beads and the DNA bound to the solid 
supports underwent chemical modification reactions with KMn04 (potassium 
permanganate) and hydroxylamine in 3M TEAC ( tetrae thy 1 ammonium chloride) 
solution The resulting modified DNA was then simultaneously cleaved by 
piperidine and removed from the solid supports to afford DNA fragments, 
without the requirement of DNA purification between reaction steps. 
Conclusions: The new solid-phase version of CCM is a fast, cost-effective 
and sensitive method for detection of mismatches and mutations. 
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AB A method for sizing oligonucleotide primer extension products that 

minimizes the effect of the primer size on the determination is described. The 
method can be used to detect mutations, e.g. in mol . diagnosis. The 
method uses immobilized primers that have an unusual linkage in the 
phosphodiester backbone near the 3 1 -end of the primer that can be cleaved 
chemical Upon selective cleavage of the cleavable site, primer extension 
products that contain <5 bases from the primer are released, to 
provide more useful sizing and sequence information per fragment than 
extension products containing the entire primer. Methods for the synthesis of 
oligonucleotides carrying a modified internucleoside linkage such as a 
dialkoxysilane or a phosphorothioate is described. Primers containing a 
riboside that creates a base-cleavable linkage are also described. 
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AB Method and kit for the quantitative detection of specific oligonucleotide 
or polynucleotide sequences which is characterized in that a sample 
mixture containing RNA or single-stranded DNA is hybridized with an 
oligonucleotide or polynucleotide probe (s) which are complementary to the 
nucleotide sequence to be determined and carry (ies) a specif icplly 
bindable and a detectable chemical group subsequently it is 
admixed with an agent that cleaves single -stranded 
polynucleotide sequences and the immobilized or non- 
immobilized nucleotide probe is determined after 
transfer into a suitable reaction vessel. It has proven to be 
particularly advantageous when a mixture is used which is composed of 
different cleaving reagents. 

AB. . . polynucleotide probe (s) which are complementary to the nucleotide 
sequence to be determined and carry (ies) a specif icplly bindable and a 
detectable chemical group subsequently it is admixed with an 
agent that cleaves single-stranded polynucleotide sequences and 



the immobilized or non- immobilized nucleotide 

probe is determined after transfer into a suitable reaction 

vessel. It has proven to be particularly advantageous when a mixture is. 



